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MEMORANDUM 

SUB EJECT: 

FROM: 

TO: 

THRU:. 

UNITED STATES ENVIRONMENTAL PRO'IEC:TIOP(AGEIICY 

WASHINGTON. D.C. ZCMA 
0047~8 

• ... 
Tebuthiuron 
N-[5-(1,1-dimethylethyl)-1,3,4-thiadiazo1-2-yl]-
N,N'-dimethylurea · 
To~. Chem. 366AA 

RevieW section 11 ~'q 1:7 
·Ray Landolt ~-; 

Toxicology Branch/RED (TS-769~ / -.:??-

Robert'J. Taylor 
Registrat,ion Division ·(TS-767) 

Robert!.J~~ . .lae9er~ .. section Head 
·Review ~Section·~,·tl~};:i:,•:;:.: . · 
Toxicology'Branch/HED (TS-769) 

Registrant: Elanco Products Co. May 9, !985 

EPA No. 1471-147 (dry flowable preemergence and postemergence 
herbicide) 

1471-101 (Technical) 

Action Requested: 

1. Review of a 21-Day dermal toxicity study coooucted witll 
the techni~al formulation (97.8%) identified as EL-103, compou~ 
75503 • . . 

2. Request for an exemption fran a 21-day deDBal toxicity 
testi~g for the 85% dry flowable formulation based on •no systemic 
toxicity at the limit dose (1000 mg/kg) in a 21-day dermal toxicity 
study•, conducted with the technical formulation • 
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Recommendation: 

The 21 day deDnal toxicity·study on the technical formulation 
could be upgrade.d with additional •do~age ·levels" t;o establish a 
systemic no-effect level rather than conduct a 21-day dermal study 
on the 85% ·use formulation. • 

• 
21-Day Dermal - Rabbit • 
LillY. ~esearch Lab. No •• 801484, March 198~,. Ace. No. 258052 

A. Procedure 

TWo groups of five male and five female 12-16 week old New 
zealand utWilite rabbits weighing.~.appr"ximately 2.;58 kg were 

·dosed dermaliy at o and lOOO .. :m9/J,tg/i~lhours per day for. 21 
consecu~ive days with the d:r:y :~()rmy()f 1:rt~e 'ite~hnical material 
(97.8,).;c .. • .. T~e t:e~tiUat!ri!!;;~~j'~~~~~!~·~~t~,,~~1:.~~p~>ga~~ec;pad 

·~~.~~:~.~~~~·:~~·I~~~~~fi!~~,·~~·:8Jj~~\~~~~~~:6~t;(~.~~~··· .. r~~~!~~~ 
.·. wi t~~~~n·.::;,l~~~~c ... )l,~()I)OC~l~~l yi~~f~ri~~··. ·· ' ·:~tape • 
... T~e1 .. 1:·.·~~~~~~!st. hw~6~~h.• f! t.t:~~.:r~.!.~!,~~-ot .. hl!:;d.~ ,, .. ~.!ved,Jc;tuadlly. 

FO "()~ 11Q} e• :;7 our•eXJil()!J~r~·(\' .... ,ei\l•, ., , ''·' ...........•.... ~e~l tan 
the.,:t:.~ .. fiS.~···•• areas ;)1~s rin!J.~Ci ·!.!.t:.~ .. :,.~~P~.'!~~~~;·~.~q,·qr:;l.~~.~· • B()dY 
we~gh~fiS!iwere•c-rec;:orded.•••each.,.we~k·~·,i~h)~,doses·\\;'~djur:s.t~d·:to · 

. ch~oo~s :.,in. bOCiy;;w~ igh t.; ·· ,, FoOd·;r~~~!J~IBPt'ion ;,,w~sfr:Jileasur:~.+>daily. 
Ophtf1~lm,ic ··exiuniry~tio.n,· .. :he~.~9J<?9y'~jf!a~~.tclini,~a~·.c:~e~i.stry 
evaluations.·. were performed .. initially' and at the termination 
of the study. The animals were observed twice daily for 
signs of toxicity. and for derm~l<lrritation prior .. to tr:eatment. 
At the termination ·of the study:all animals were necropsied,. 

. organ weights recorded, and tissues collected at necropsy 
~xamined microscopically. 

B. Results 

1. Gross Observations 
a. No signs of toxicity, occular effects or deaths were 

~· reported. 
.. 
;·,b. Slight erythema was observed within three days ( 2/10), 

clearing by day 7 ~-
• 

c. The mean body weight gain and food consumption of the 
test-and control groups were comparable. One female 
(No. 175731) of the :~reated. group failed to gain 
weight over the t.es~!:-PE!r:,io~ ,vh~c~ was ~eyident. by. the ·. 
decrease . in food coniumption.:for this,, animal. ' .. . . ' ,,~, . 
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. ~10 AJ48 2. Clinical Observations ~ ~ 

a.. Hematology 

b. 

i. A statistic~lly significant increase in the aean 
corpuscular t..emoglobin was obserV'ed f9r the 
.treated femalas, but comparable to the pretest 
values. 

• 
Chemistry 
i. A s•tatistically significant increase ia male 

glucose values was reported as coepared to controls 
accO!Ilpanied by an observed decrease in aale total 
bilirubin (22%) and alkaline phosphatase values 
.(22%). 

ii. Male alanine transaminase values wer~ statistically 
decreased as compared t:o the controls, but 
comparable to the pretest control values. 

3. Terminal Observations 
a. Organ w~ig!l~~\ .. 

i; · Increases in ab sC>lute (·14-20\) :and :relative ( 16-' 
l7\)}weights of the .spleen .. were·observedJfor ~oth 
sexes. 

ii. Decrease in female relative adrenal ( 24\) 
weights were observed. 

b. No gross pathological changes were observed. 

c. Histopathology 
i. Liver congestion was reported for one female (No. 

175841) of the treated group. 

ii. Focal granulomas of the cerebrua and cerebellum 
were reported for another female (No. 175831) of 
the treated group that was •probably due to an 
infectious organism•. The incidence of focal 

~. granuloma in the central neverous system of 
rabbits is a common occurrence (Dr. Kasza) • 
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c. Conculsion 004748 
1. Classification of data - Suppleaentary 

2. No observable effect level is less than 1000 mg/kg. 
a. Decreased body weight gain and food consumption were 

observed for one animal. • 

b. 

c. 

d. 

e. 

• 
Significant increases in male blood glucose levels 
accompanied by a decrease<in bilirubin and alkaline 
phosphatase values .were obs.erved<. 

Decr'eased female relati~e adren~l weights were observed. 

Increased absoiute and relative spleen weights of 
both sexes were observed~ · 

Liver congestion was obs.erved 'for one treated female. 
' ' :i., ' ' 

Reviewer's Note: Guidelines. recom~~<i.~a~;ifi()xic.effects are 
noted in a single. dose study} a:fuil study 
using three doses .may .• be necessacy 

T8-769:LANDOLT:sll:X73710:9/25/85 
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